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mmm 

Cft^«3] 5* (I) 

Uti] 



OR 1 O = 




(I) 



^M^-x^^&^b, R 3 *&7kmm^(Dm&R 3h i$7i<.mMT*&v, R 3a # 

7K^S©^R 3b «^M^-efe*J, R 4 . R 5 > R 6 . R 7 . R 8 ^R%^X 
[S**3C4] ^ (II) 
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(n) 



(5£*, R^tfR 2 ^ ^X^^ot*iI^ C^TJVlrJmXltC^Q 
^«£?«U R 4 , R 5 , r 6 , R 7 R 8 ^^R 9 «|^-Xt±M^oT7^M-7- 

e ] wnt- 5k<Dmm & mm-* & ^msit <§> z. t. t ? z , 
mmm i \ tsb (a) (c) ©xg t? r * & tts » 6 ib*©* 

(a)fc: hWNT-5A^«S:^%5:»Lfe^&Mv>T^1-^XS : 
0»)XS(a)^*#bfefchlNT-5A»«|»JB€:*||LTRNASr«fmu WNT— 5 A mR 

(c)XS(b)-e$H53£OfeWNT-5A mRNA*&Jfcge^^X^ 0 
[3&9!©flM!fflfc3&liBJ 
[0 0 0 1] 
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[0 0 0 2] 

ft*BIJBS©JlfJB/4Mt (&ft) tcfcyjg/astistf, £©^fc#ft*BJIBODi|ISi, # 
[0 0 0 3] 

WNT-5AttWNT7T^y--tc:M-r«^»tt«SaKTfS>S 0 WNT7 7 3 y 

-ictt, ^2os^©^^#«u, #^ttj»m^e>iftSLs*-ej£<iji#3tiT 

$/^;i/^T!**£fc#*r&*iTV** (Annu. Rev. Cell Dev. Biol. 14, 59 
-88 (1998) , Genes&Dev. 11, 3286-3305 (1997) ) . MNTsCDg^Ji, 7® 
mnmm<DFrizzledX% Kb'T*\Z10nmijt&&+& (Annu. Rev. Cell Dev. Bi 
ol. 14, 59-88 (1998) , Genes&Dev. 11, 3286-3305 (1997) ) „ WNTil Frizz 
led<Dt&&<Dm»&t>'1HZ&&lsX; 3 mm<D 2/ iT-f-JUWrnsm (WNT//3-#7=- 
->«K, WNT/Ca 2+ ,^) jtji&&t& (Annu. Rev. Cell Dev. Biol 

. 14, 59-88 (1998) ) 0 
[0 0 0 4] 

77U j}V *jfnimm-5k mRNA hFrizzled5 mRNA tttiCT^'J^j^ 
^^x;i/^JBfC^A'TSi:> 2 3 ft* „ -#T^&CWNT-l^WNT-8 
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mRNA©&A jc «t vmmzfrz — ^mm®. & wnt - 5kt>mffl? & 

(J. Cell Biol. 133, 1123-1137(1996))., £ 771)^7^ 3f3LJ\/MT—5 
ABu 5y hFrizzled2£Jg-£-U Ca 2+ ^{^S:^LTCamKII (Ca 2+ /calmodul in-d 
ependent protein kinase II) £PKC (protein kinase II) jtfigtt-ft $ *l <5 3 hL 
3^a%StlTV^45*« (Dev. Biol. 182, 114-120 (1997) , Curr. Biol. 9, 695- 
698 (1999) ) , £Mm&Mm&BmZftTl3*>~f. WNT-5A£^/W^i£tf>W 

[0 0 0 5] 

mm-ftmm hzot-tz mm: 

[0 0 0 6] 
[f&fl £ M&lr & tz. tb ©#!£] 

nt— 5 a tfz&%mMM(Z)mMMKm j *°tz>z.£itmn>Lt=. 0 s^icroftijijcg 

[0 0 0 7] 

3$ (I) 

[0 0 0 8] 



4 



miE# 2003-3038850 




[0 0 0 9] 

TJV%; >f;i/a^U Xtt^iRM^XttAD^^JS-y-Sr^L/, R 3a ;&tfR 3b & 

*ts?xa*is^^i, R 3a tf7kmm*<Dm&R 3h it7kmmx*$>v. R 3a # 

7K^S©^R 3b tt7K^M^T-fe*J. R 4 , R 5 , R 6 , R 7 . R 8 &tf R 9 &IH-X 
3z:«R 5 i:R 8: fob<{iR 5 i:R 9 ^-^ic^oTx-^;i/M-a-$:^^-5c ) xm 

[0 0 10] 
#5gHJ!«:, 55 (II) 
[0 0 1 1 ] 




(n) 



[0 0 12] 

r;v^y-r;i/»&^L, x^TK^M^x^^n^^M^-^^b, R 3a &t>*R 3b & 
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3y*fc#j*u r 4 , r 5 ; R<\ R 7 % R 8 RZ$R 9 l*m-Xitm*-oT*mm* 
«R 5 ilR 9 ^-M{C^oTn:-^;i'^$:j^^-g)= ) X*m% tiZlh&m*^ 

(b) X@(a)T*^#bfet: NWNT-5A^Hff||gS:^j|?LrRNAS:»mL, WNT-5A mR 
NAfi£&f^ 511 : 

(c) X^(b)T*M^bfeWNT-5A mRNA*$ritie-rsX^ 0 

[0 0 13] 

[0 0 14] 

<WNT-5A©^fg & iti$m> 

W&fj £^e>££#&5„ ) fcfc, HNT-5Ai:iNT-5A*»#<0|g^&|fi#'rsfli 
[0 0 15] 

WNT-5A&, tK VtfX, 9* K 77 'J 
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*^e>n h©wNT-5A (s2m#-^d mm&mm*&fc-&®ifi&*L^. 

[0 0 16] 

WNT-5Ai:Bin:-5AS##©»^&iH*^sfl:-#*4:tt, wnt-sax&wnt-sa^ 

3 fcic J: yWNT-5AfcWOT-5A5e»#©J»^£|H*U WNT-5AC J: 

3£#T?£S 0 WNT-5A5^#£LT&, JI#ttlCtt«jttf, t hFrizzled5 (SB 
#J##4) , hFrizzled2 (HB#f##6) %mif& Z. i:#T?££„ mWHk& 

5A^^&MV^feX^U~n>^^cj;»;^^Ri-Sc:^^7 ? ^, &£L<teIC50 
#10 # g/ml^T CO % © T? & § . 
[0 0 17] 

wnt - 5Ajg£ zwffl-t $> if&m t it. mi-smfc^comm * mm? & it&m z 

«v%?rj^»s^^Kffi©lia*Sff^*Lv^ Sfc, S^ft^lt WNT-5 
m&MA (ffl#f*#l) XttJB*WNT-5A mRNA* (@2#J#-5g-2) ©M4> SrfgfC 
ilbra^-rs^^^Tf^, L<&Hartley£c7>#& (DRUG METABOLISM AND 

DISPOSITION 28(5), 608-616 (2000)) fClpCfc^^n -zfTy "fe-f #*£{C «fc 

yic5oauo#g/mij^T©%c7>T?&§ 0 jg&c$j£u<&* ^ (id tssns^ 

[0 0 18] 

^ (ii) ^S£;ft£fbi^K:£vNTC 1 _ 6 7;u^;i/^£:ra\ ^t$t 1 — 6 ©ac 
^Xi±^^©y;i/dp^$:^i5fcb, JWMSrjcH:, ^;i/«> x^;i/g 

[0 0 19] 
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[0 0 2 0] 

c^yfrn* t/m t it. mmm i ~ 6 ©gciRxt±^««i^<z> r ^ a * */m z 

>K^rS/|S, ^N^rS/aS, >fV^b^i/S, sec-^h*S/3k tert-^h^^g, 
[0 0 2 1] 

c^y^a * w s J mt it. mmm l ~ 6 ©raxtt#ttiWK<Dr;i,a# 

[0 0 2 2] 

c 2 _ 6 T)iu y >r ;i/^-dp ymn it. mmm 2 ~ 6 ©imx y 

[0 0 2 3] 

X— ^/MB^i:!*, -O-, -(GH 2 )m-0-(GH 2 )n- (^tfi, m&t>* n 

ymitr)i^jvmx^mm^nx^x%j:\K ) ^jswrts. 

[0 0 2 4] 

AVM^»x--^;i/^&^^S|||y^e»S©M*^*)i3ri: LXit. (R 
4 £R 5 ) , (r 5 £R 6 ) , (R 6 i:R 7 ) , (R 7 i:R 8 ) %.x$ ( R 8 i: r 9 ) &mf 

5$ (II) T?*Stl*-ftI^*©rfrTf«fcy»*L/<tt^ (I) HZ>fc&®lX2b 

y, Hic#£ KaR^ii^t^tj, R 3b tt7X^"efe^^^"e&^ 0 

8 mSE# 2003-3038850 




#2 0 0 2-1 1 5 5.2 9 



5£(IIa) , 5£(IIb) , 5£ (lie) T**3*XSft^»##i' Uv%. 
[0 0 2 5] 

[ft 5] 



OR 1 O = 




R 8 (Ila) 



[0 0 2 6] 

[ft 6] 



OR 1 O = 




R 8 (1K>) 



[0 0 2 7] 

[ft 7] 

OR 1 O = 




R 8 (nc) 



[0 0 2 8] 

R 1 , R 2 , R 3( \ R 3d , r8 R 9 S:tKXi»fai:|lIS«T^^ 0 ) 
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[0 0 2 9] 

[ft 8] 




[0 0 3 0] 

R 1 , R 2 , R 3( \ R 3d , R 4 . R 5 , R 6 , R 7 . R» R 9 ^^X«t&fBi: 

(III) mb^%&A^^^A^0^if(Z)M^#^T. #«flNK 
ti^^^> fh7tFn77>, *^=- 
;i/T;t/n-;i<&£) eft, *5&SS;toMJE&fxv\ 5£ (iv) &swi5£ (IV ) ©ft 
*>L< fc*£*i& £*l&©^ (IV) (IV' ) ©ft-a- 

5 A ^ n v h y =y -7 4 - & zmnm v % P> Jx -5 t ^tt»jHf § Z £ 

[0 0 3 1] 

[ft 9] 




[0 0 3 2] 



1 0 
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(5*#, R 1 , R 2 , R 3< \ R 3d R 4 R 5 , R 6 , R 7 , R 8 , R 9 Z.tfXimm£ 
VmV*y/±&g<Dm7Ti%lil. i&ffilCJi&CTLiCl, MgClg, CeClg, GaCl 2 , NiCl 

X3*esj«a*, ^ (vi) (Dit&m*mz>„ ^ (vi) ©fb^tt^^A^nvhy 

[0 0 3 3] 

Ut i o ] 3 




(VII) (VIII) 

[0 0 3 4] 

(5**, R 1 , R 2 , R 3< \ R 3 * R 4 , R 5 . R<\ R 7 . r«, R 9 &tfX 

ra**T*&*„ ) 

^ (vii) Oft^fe&ji^&^a&ft (Mx.tf, rh7tKn75x s?x^;iy 
33£fC«fc»J, ^ (VIII) <Dfc&m*mz>o 

[0 0 3 5] 

^smbic^t ^%mmmmmwm\\ tit, ^mmmm^m^-m^^ 

[0 0 3 6] 

WNT-5A&, WNT/^-cateninMS&^ffifbi-^WNT-l classCDWNTs(l % 8 



1 1 
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[0 0 3 7 ] 

U 1 1 i ] 




[0 0 3 8] 

£ fe^MISctf M, [3H] * > Ifc »Jii*S# & * SfS r i: 
5&&SJC£LT.kJ:> MTT, MTS, XTT^©^ h^l/U *Am&Mv^r£# 

[0 0 3 9] 

^miz^X r^MX^W^Jj #^f§#, ^JHEii. flft^Bfr 

[0 0 4 0] 



1 2 
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[0 0 4 1] 
[0 0 4 2] 

TM*g©«», a#»J»lcj:yj4ft«^ * (II) x*mz 

ti&it&m&mim& (n-s/s>ai, i&w&k ^/barao o. oooi 

-10a*%T*a#-r^r $?£L<&0. 001~5M*%, J|}C^^b< 

fctO. 001~1«4%T*&3 0 5£ (II) Tf^StlS-fb^&^AStttCiKP 

(ft&U «fc80*fefcj:jb7 r 'fe/l/3ff) fSt^ft 1 ~100mg/kg/B tts^ 

[0 0 4 3] 

*» W©»^«r/M jW©«#»» K K£ 3 *l S % <Z> T? tt V ^ T? 

cd^mt*», BNT-5AK^ar«», «jtar« (n) "eaans^ftft**^ 

[0 0 4 4] 

£fc> SPT'OfMtii, WNT-5AK^«r««, (ID -e^stis-fb 

£«f&B*!I±W£L3SStf; (JSfcgSf, ftttftu MMM. 



1 3 
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[0 0 4 5] 
[0 04 6] ■ 

[0 0 4 7] 

T-5A^B«^WNT-5A^#:<D^©^©^S:ii^T : foJ:VN 0 *«fcUTtt 
> jfi&tt'M&TSfl (32P, 33P, 1311, 1251, 3H, 14C, 35S^) , @£fg ( 

[0 0 4 8] 

JCttWNT-5A^a^XttWNT-5A^##:©V%t e tl^-^&^#:{c^§^ - - 

1 4 ffiSE# 2003-3038850 




[0 0 4 9] 
[0 0 5 0] 

©iNT-5Aa^«rfflft^©** y --y^m 

WNT-5A**t|riWflj^#f©^ir — WNT-5A mRNA*XteWNT-5Ag£ 

iC I/jK- # -I^SMbTMI^^ffitS r t%tg5. WNT-5Ait^ 
[0 0 5 1] 

W3j<-#-itte^£ ttlt WAti, GFP»>fc^ (Green Fluorescent Protein 
) > GUSSt^^ (0 -Glucuronidase) , LUCjft^^ (Lucif erase) „ CAT (Chloram 
phenicol acetyl transferase) Mte^ £P&:f£ Z. t. <£>„ 

WNT-5A mRNAA&fl^i: b£^ltr£ lift t: M9NT-5A$&9Miffl6& 

JBV*, ^JfeMlU 37°C, 5%C0 2 -95%air©^>^3./sC~^f^^iSr^^# 
jffllftSriSjBL/TRNA&MfflL, RT-PCR& ££M V^WNT-5A mRNAM^M^i" 
&Z.£K£V. WNT-5A mRNA^S^S-BrS^ffiS^t* fc^sSTT 5 Z. 

PCRlCM^S^-'f LT«> WNT-5A mRN A {C ft & *l 

«4#tcfl8BRtife<, WNT-5A ■RNACDBB^Ijb^mt-TSrii^T'^S^, $?2;b< 
Forward Primer AATGTCTTCGAAGTTCTTCCTAGTGGC <fB#f## 8 ) &t>* Reverse 
Primer GATGTCGGAATTGATACTGGGA (®3#I## 9 ) -e&-5„ 
[0 0 5 2] 

WNT-5A «ejt*&IB*fcL&»-&ilLTti, MA.il, bSNT-5A*&J!MWfc 
&JBv\ KlaWSraSiUb, 37T3, 5 %C0 2 -95%air<£>-f >3ra.^- # Wt'lfc^ 

TWNT-5A gaKaSrtBJje-rSiiiKIJ: WNT-5A ge«»3Kfi&*iJ>S*<5 
?S tt £ ft § «K % ISStt f * Z £ ifi £ 0 



1 5 
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[0 0 5 3] 

sat, m&iw&-3%*ftmzmKWiwt$>&. #$8Eii£*ie> caulks 

[0 0 5 4] 

mmm] 

mmmi ut-sms. 4) 

^■xV */n-n,{ik&mi : 10. 8g) (140ml) ICigjSU 5%A^ 

(*x>yh#>f:/) (255mg)£ft|;^ ( 1 %m bifit'3i 

ffiS^S^ilt, Umt&m* (3.43g)£#. n-/\^i^> : TOx^;i/= 3 : 2 
T-^mSiirSCltl?, BlftfblMlf3 (4.14g)£#£ 0 
[0 0 5 5] 
HWJ2 8) 

^^3 (602.5mg)$:^^y-;i/(i3ml)(C^L^ m^irU^A (III) 7tK?B 

ymy^mr.^ h y ?A(40mi) £#&;i7fc(40mi)^#${i / fcfL ^H^&^ffiS^c 

Il^nvb^?^ - (20cmX20cm, l.Omflt, * □ n : * # 7 -;i/ = 9 

Mfti'n7h^77>f - (20^X250mm, YMC-Pack Pro C18, 3fc (WMWitti. pH3 
.5) : T-feh^hU;i/ = 65 : 35T*^m) KU:y»«U B8*tfblir% Ut&m 7 :1 
44.9mg N ft-a-%8 : 13.8mg) 
[0 0 5 6] 
H«!|3 0fb£%9,10) 

(26.5mg)&^^y ~;i/(5ml)JC*g$?U Stfb-feUtfA (III) 77jOMf 
(100mg)&^^ SaT*30^M«^Ufe. ^©»«lC**^^*^hy9A(60 
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fee 3Sofc*jf&giiftx^^(30mix2)*eftifftu, n^nr=.mm^ ;i/M&mtk 

»Kx^^&«ffi«56bfe. aaE&s/y*^^** 

(20cmX20cm, 0. 25018^ # n U -fcJV A : ;* # ^ -;V = 94 

: 6*e®w, tim^junmm) tciywjgu Bmit&m at^m* :5.7m g 

, ikiamiQ : 8.8mg) 
[0 0 5 7] 

^■^-f S/=r-;i/(91.5mg)$r^^y-;K5ml){C^^b, Sft-feU^A (III) 7 
#?&%(88mg) % MT*10^IWSI|ipbfe. £©»«JC**fbJfc#*'*- h y 

U >^tK^-^ h y ^A(20«l)€:an^.*(20«i)T?#&3Kbfc«, 

Kii^nvf^77-f - (20cmX20cm, O.SmmJp; ^DD^;i/A : 

= 9 : 1 W, fixf^t^ffi) KIJ:y»»U 0#tfbl^#f5 (27.2mg)£f# 

fee 

[0 0 5 8] 
iy&M5 (ffc£^2) 

7T>f ^r3-;i/(15.3mg)S:tfU (1.5ml U &fcfcff^(4ml) &;&0;tg 
ffiT?6. 5H£|BJSH$Lfc#U /KjS?gtC^(20nl)$:^Ix.^^^;i/(20ml)T^mb 
fee W^x^;i/M&^c(20m!x2)T*^b, With'J7AT'» 

(20cmX20cm, 0.5mmjp:, ^ O n ftfr A : ;* # J -;V = 95 : 5t« ^fiftx* 

;i/T?*m) jcauwsu i«rffc^#2(i8.5«g)s#fc 0 

[0 0 5 9] 

=7*rj S/3~;i/(19.0mg)S:S;^^;i/x;V^dpS/ K(lml)JCiS#U jKMA ( J 
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A(3Bg)fca9ffc**M4ml)&auA^fiT?6. 5Hfr|H0B$Lfc„ (20«1) 
%AtI^Wx^;i/(20ml)T^mb, Mfcx^;i/ff SMciKBH- h U ?AT*3M# 

(20cmX20cm, 0.5mmjf:, ^ n a : ;* # y -;i/ = 95 : 5 -??jg|§. g£ 
ixf^^ffi) JCfcyjRJSU B&ffr£4fcll(15.3«g)«:fcfc 0 
[0 0 6 0] 
^IM7 (ft-£#7l6, 17. 19, 23) 

i/=l-;i/(930mg)S:l,4-^^-=¥i?->(14ml){C^L, l«Jfe*Sfe(12«l) 
SriH^ffiTf2«p|a^l / fe«. 7K(4OmI)T*#^b0mx5 1 ;i/ (100ml) T?#fffib 

£*lfe^^£^y ^Vl/^^^M^avh^?^ - (20cm X 20cm, l.OmmJS, 
^DD*;i/A : * # y : n-^\dr-9->= 5:1: 5^113, f^X^;i/-ef§ffl 
) CJ:»;®PI8Lfe. H6tifcli»&itllft^07hy77^- (20^ x 
250mm, YMC-Pack Pro C18, tK (Mti&ftK PH3.5) : Tiz h' h U;b = 70; 30~4 

0:60, ^i;i>ht'W jc<k»;»«?b, smt^m ut&mBiii.A**. 

fc&mi7 : 19.4mg, ib&®lQ : 32.6mg, : 103. 7mg) £#£ 0 

[0 0 6 1] 

«fc^%12, 13) 

i/3-jV(232. 6mg) £ 1 , 4- *? >T if > (4m 1 ) (C $ # U 1 &}©ftgKl m 1 ) 

tc. #£*i;fc^iS£^^M#:^nvh^7 -f - (20<£X250mm, YMC-Pack Pro 
C18, # (B^a^iO, PH3.5) : Tiz h- h V A/*=B5 : 35T??£ffi) tC «fc *Jff$gU 
B»flS-&* (ft-&%12 : 42.6mg, ft-£#&13 : 10.4mg) &#fc 0 
[0 0 6 2] 

1 8 ffi&Eft 2003-3038850 
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£«£#»x^MlOO«l)*tMMRLfefk *K(100mlX3)T?Sfci£U WSfcai^^Jf 

!i ^J^f ;i/Mif ? □ Y h 7 Y - (20cmX20cm, 0.5mm^ #nt3Jft;bA: 
*#y~;i, = 94: 6t« Bmx^Tfigffi) tciU^SgL, BKrft^ (ft 
£%18) (61.8mg)£#£ 0 
[0 0 6 3] 
J£«J10 (it&®U. 15) 

7^>f ^n~;K378mg)&l,4-^^-9->(4ml)lC^L, 1 SiJ&KSKlml) & 

. #fe*lfe«ilE&lS?5S?l!t#^nv - (20<£ X250mm, YMC-Pack Pro CI 

8, TfC (fEUHftftU PH3.5) : h — h U ;b=70 : 30T*?§m) tC£y»JHU @ 
mit&m (ft-{»14 : 10.7mg % fb^l5 : 9.9mg) |S»fCft-£%12(40.6mg 

[0 0 6 4] 
HMMll (ffclMW, 21, 22) 

ft#&3 (96.3mg)§:l,4-^^^>(2iil)tC^b, 1 «J6*»(2.5«1) 

£>*lfca*££^?£#:?nv h^^^^ - (20£X250mm, YMC-Pack Pro C18, 
* (HBftftftK PH3.5) : T"fe h^h U;i/=45 : 55T?^m) JC«fcy*MBU Bmt 
(ft-^%20 : 9.3mg, fb^21 : 22.0mg, ft-^%22 : 26.2mg) 

±aa*j6«K:T^Lfeft^ife - Rtif*©5 s -* 1 * 2 tea*-?. 

(HlcftOft^#j^ (I) Xtt (ID T*^StlS„ ) 
[0 0 6 5] 



mH# 2003-3038850 



#2 002 — 115529 



mi] mi 



i • I < L. I .J 

I I I I <=><=> c=> <=> <Et 



i i i i i — ac 



*<tx <rr nc -<n -<tr -<n -<u <$rr -<n -<rt 



<Sn <Jn rn <ti <ti <$n <jn -<n <tn -<n 






« 



II II II II ll II II II II ll if 



£2d tmA SCJ £S 3h ZXJ ZXZ 



Ors UCTD 



[0 0 6 6] 



2 0 



ffi!flE# 2003-3038850 



#2002—1 1 5529 



I I I I I l 



I I I I I I 



Ki PC rc W K 
<n <<zx -3n -<n sa 

K « a ac 



as ^ ac 



DC 



! ' I !■ I " l l I I i ' I i I ! ! I t 



II 



sis 



2 1 



miE# 2003-3038850 



#2 002-115529 



[0 0 6 7] 



K s s s 



I I I I 
till 

EC DCS DC DC 



II II II II 



33 EE SC 
dc DU DC 



[0 0 6 8] 



-4n 



fee 



II 



DC 



DC 



2 2 



ffiIE#2 003-3038850 



#2 002 — 115529 



[314] mz 



s 



o 

CO 



^? in . 

fas 

2 ~ *s 
co *~ m 



CM 



3«§ 
oo *"1 *" 



£2 f5 "O CO 

a 3 to o> 

O °° O ot5 
O in co to 
w u> i— 



85 . 

<q oo . t- 
CM iO *- 

*~ w - 
52 *s33 



- «> 
3 co~ 

°^ S^r 
o o 

« »— eo 

3 S3 

CJ> CO v_y 
CM O CO 

oo 3~ 

' """^ XI 
CM w 

r* o 

CO 



(O co * 

X 10 ^ 
w 52 

csi O'- 



O 

CO ' 

a 

CO 

O 

§ 



CO 

in g 

W w 

<r?33 

■ v? CO CO 

^ <© o 
<o «- K 

CO t— r— 



si 



cm 33 

CO CO CM 
CM CM 
Q S 2 

^< .. 

3 £3 
» <s ^ 

Q. -fs CO 

<o in - 

£ * « 

io 

a 33 
o o ^ o 

CO to oo 

O r: o o 

O <g *" CM 

"N. CO _r 
CO ^^"w 

O SSS 

W »- f" 



§3-. 

3^3 

<H co w 

co *- 3 



o 50 

CX "O CO 
O.^ CO 

-n CM - 

in oo g 

CO ^ CO CM 



8 



p*» cm f*- 



25 



rsi 



Ico2 
^ co; n 

7? *^ 

CO r- 

1 cox CO 

a,~c3 .3 
j— i— n 

— x « 

CO 



§ «? n"x 
w> o> X i- 

O in co X 
co 55 cc T » 
Qi» CO® 
O Tl 7T 

~ *o t5 -o 

w O <Sr 0> 

n w v »- 
y oo co in 
cm 



si 

CO « 

t-: co 
o i 

"I N 

co x 
cn co 

"O 

x» ^? 
co in 

in co 



X 

CO •* 
CO iM* 

co ^ co 
-3 co iq 

i- I cn 
tn t- cm 

co CO 
X ^ co 
2 4> 
o u A 

O -D || 

in -c "5 

co -a -iJ" 

MS 

to co 



■ ^-c in 

x'£^ 
x n x 3 

X in 2 

N CO 3 
X CO ^ © 

« CO 



co X 



JO 
CO 



x 



£ 
<o 



o 
co" 
Q 



5 «■ 



X co 

CO CO 



- co x 



w3 co « 

TT in ^- ^: 
co *r tri co 



5 i^r^--^^ 

iff 

CM CM x 
. a> 
w 



t= IM 

cm 

E » 

is 



n in 
|5 

h3v 

^« r-» *~ 



CO 

. CO" 



c cm. 3 X CM r< 

CM <Zr 

o 



in x 

a" co 

co X 

a 
o 

o 

Q 
O 



^" x 
cm cm 

CX> CO" fvj 

o> o 

io ^ 5H 



J_ -a -n _lT J rv 



-a -o "o 

"D-D 4 

"a ~a "O 

to cm 
o> co in 

^— CM CM 



x ^ 

CO 



as 

S E 
x^ 

^ CO 



-r- ir> 

CM CM CO 



iO X 

Q co. 

O " 

co d£ 

g co 

o3 
a cm 
o 



CM <f? 
CJ> CO * Ji. 

m n" cm in 
X X ^ 
^ co 2 m 
cm ^- 2z ^~ 
in nx 
to iri X *«- 
in in S n 

M Jl co cd 

TL T. n TT 

-O -O "D ii 

"O "O -«-* 



■o a5 1 _ 



CO 



X ^ co In 
r-; o m cm 

i— CM CM Kt 



cm in « 
^-c X co 

Nil 

X o CO 

2§kS 
< m oo 

^ X o 
CO 

*J 5= in 
3 ^Tco 

S fM - 

3 < 3 

v533 
5: S2 ^ 

CJ> CO 

cm co in 



«<=> Tf 
R IT * ^ 
co 3 

]j CM ". 

<< 00 x 
IS 3*-- 

?° X 
*^ in 

X ^ 

O CO 

S jT 

""I 

O °^ 



CM 



CO 



[0 0 6 9] 



2 3 



tBSE#2 003-3038850 



m 



#2 002 — 1 15529 



6 

CO 



ill 

r-: <=> <=> 
■2 9'- 

u> 3 . 

ass 
l|l 

o °? 

153 

^— «. (33 
N log 

t- a> r " 



^-T3 » 



Q 10 . 

TO £J C~ ^; 

Q 2 10 zr 



S33 

cb ^ ^ 
co 00 

*T3 "O •»— 
«M CO »T> 

co 3 

CO o CO 

*j ^< 5 

CM OsS 

r» 10 

O" ^< CO 
-O CO 

?! S3 
x B S 

lO "2s£ CJ> 
C\J «? CM 
1— <o *— 

co w cn to 

Q ^! Tj" CD 



CM °0, "I 
CO CM O 
~ CO 

w ^ o 



CM "73 



3 

CO 



CVI 

T— CO *~ 

CO co * 
Q S 52 2 



^33j 

o co 00 

CO CM CO 
. f** lO 

3~ 

S3* 

r*» co 

si 53" 

s ^3 
S3** 

«0 CM ^ 



?^3' 

if 2 

r- *- 

g 3o> CO 

O *~: cm a> 

Q WO© 



CO 

iq - co. 

■~ CO 

CM W 3 
• ^£ CO 

« 

co o>%5 
^10 
33 " 

C© CM 

§ 3 Si SS 

MO CO ~ , 

^ co cog 



o3cmo> 



cc 



in 

CO ^ 

p . 

x^g 

rz- °? co- 
il "".H" 

•~z x 10 
if 4 

tO S 

X 10 £ 
S t2 cm 



5jC 



2* 



xi *2 

*5 ~a T3 

3« 5* 
io co »^ co 
co co 3 10 

P tO » IO 

4f ■§ § -5 to 

' ' > / > ' w 

O CO CO CO CM 

iq cm CO oj co 

CM CO «fr IP CD 



j_ CM 

cm" 



^.5 



^5 

. NCO 

EX CD 



' CO 

5 nr JUL ^ ^ T, 



CO 

2 



CO 

10* 
< in 



!3HS¥ 

f CM CO 1 CO 



z s w — - If 

5: 9 °. 00 o> tn 

g CM CO V & 

g 111 



SS 

X to co 

co x r> 
^ 7- "3 

^ O 
P - CM 

S £ ui 

8|| 



T CO 
Xco 

hi co 
X 

^ x 

CM CM 

11 cp 
w X 

M"CO O 

S = £ 

CO N $ 
CM 

10 fHcci 
co ji 

-O ^ "O 
O v_>* v-rf- 
CO CO o 
CO O CM 
CM CO tO 



-u X 

cm ^: 
S ^? n 
« xx 

co t-.J 
c H - 

8 £~ 

cn -L X 
CM 

- £ CM 

i£ C^^ 

i?l 

§ X CM 



x x 



X « 

5? 

CM ^ 

K X 

CO CM 
3 

CO 3 

- CM 

x 5 

X x 
to ~ 
10 

5 s 



X 



co TT 

N 

55 



to <o , 

o -o e 



c=? TT 11 
X i|j -o 



CO CM 

en co 

ci co 



_ CM 
T7 ^< 

o X 

U> 

t— N 

v x 
a. co 

P 

o «s 



eft 

x ^"X to 

IPI3 

TT Si CO co 
4 co ^ 2 ^ 

Jx^^S 

0 CO or O t— 

CO T3 cO CO 
CO TO W ^-c 10 

^-c CO co x -M- 
X co lO t- <o 

1 ^ ^ q i 

N N ^. N 

x X ^ x 

<e O) o) q ^ 

CO «3 JO 6 

3333^ 

CM tO to 0> CM 
co CO CO to CP 



[0 0 7 0] 



2 4 



ffilE#2 003-3038850 




#2002—1 1 5529 



s 

X 



3 

CO 

- eg 

>=< ^" <n 
CO 

O "O T 

cs 2 — 

CO ^ 
CO -3 

>5? CO 
CO i- 

1x3 

§ ■§ 5 
w S « 



o ^ 



2| 



CO 3 CO CO 

8§ss 

w r» ~ 



• T C ^ 

NT 

■r - t - 



I 10 I 

"3 S C> 
Tf CM || 

_N O 

E X 
a. co 

10 



-1- n -r 
a 1 i 

IO' O „r 
> 0~ O £ 

- 2 3l p 

-O -3 

xi I s : 4J 

10 x co 7r 
5 55*-- 



' CO <o CO t— 



CO *^ 

75 co to 



3333 
1— 00 u5* ^ 

CM CO O CM 



-O $2 

^ ^3 

CO CO 
- *P CO 

<2 

I s /* 

'tfj CO 

to cq 



E9r 

9- — a 

S co 
S! <n 52 

Q 9 w co 



N 

X 

o 

CO 
CO 

oS 
© 



In" 



to +J 



CM 



CO CM CO CO N --=> 

* w » o> co ^ 

.. X CO O CM 

1= o «q p o m 
x co co in co 

- "Z co co o> r* 
II 10 10 10 

T7 TT T" ^ 



9 2^3^5 




3 

co 

^ co 

«» J: ^ 

5 1^3 



<o CO t— 

2 Eg 

IS ^CM 
rvi **r 



9 ^^"^ 
W -rj * «w 
co w cm 

O ^ CO o 
J"***" CM 



IO 

p X 

*Z «" 

Si 

X o 



55 

• CO io 



X 

CO 
N 

Is* 
Si* 

7! ivfo 

F X co 

1 3. 1-: co 

i CO - 

S ^ x 

CO N 

g i2p 



Ox> 
... *0 T3 
CO w w 

O °^ *°. 

^ — ^ »~ CO 



#5 

x5 — 

^t^c X 
® X o> 

«3 °i IO 

~3 i! 

5" 3 S 
333 
co o o 
r*» o> co 
^ >r> ^ 



oS 



CO 
- co 



tr> ^ 

CO c?> 

CO <r— 

co • «ct 

^C'W CM 

v ? w 

CO •r— 



So? 

K ^ ° 

CO 3 CO LO 

O °H 10 o> 
O *- co o 



CO 

«> 

OJ 



x 

O 

PI 



CM 

^; *z **> 

. . N CO 

E 

Q. P X 

co ^: 

^ CO N 

^ cr> x 
X co 3 

s 2 S 
§ IT o> 
» 7» 

^ SS 

^ co 



f^x" 

tio CO 
^ co S 

°> o ^ 
J2 7T o 

\i% 

co cm 

IO 3) r- 

^ lb cb 



CM "O ^ 

O <o 
o ^- - 

Q. ~< O 

Q. °° ^ 

x -3 ' 
5 -o °o 
10 to SC 

CM ♦ CO 

0 Q ^-c'cS'w 
Q ^ co 1- 



x .x 

co* X °1 
. c^oo id?: 
io IT 4 4 -g 

S 3^3^ 

CO I** CO CM q,? 
CM t-p p -B *~Z 

— ' n 3 4X33 
X S X c5 u> 

a. cm T o> cb to 

X CO N g hi N 
Q O d CIO 

cS t— 10 <o <e 



IP 

An 



CO 



CO 



[0 0 7 1] 



2 5 



ffi!£# 2003-3038850 



#2002—1 1 5529 



or 
2 

<!> 

CO 


.3" 

cm v- r*» 
CM oo T "" 

Sill 

^ °? -r - 

£ ^-33 

y- © *- *— 

Q °} <o oo 


3 
o 

XT CO CD 

to „ 

CO ^ co 
^ « to 
-&^io 

p ^-^ 

TT CM 

*a-33 

X ^ <P 00 

2 3 iS « 

PS' - .-. 
o » 
SS2£ 


2 CO - 

5 

. z:3 

^ "-f ^ 
?3« 

> CM 

0 /o IO 

C\j ^ t- 

lis 

1 CO - 

0 ^33 

CO 3 an 00 
S T CO oi 


(CDCI3.125MH2) 6ppm: 20^), 27.2W, 28.7(0. 42.5W, 45.3(t> 
5a«t). 58.6(d). 72.3(dX 78.1(dX 81.3(d), 103.8(d), 107.4W, 
I14.5(s), 135.8(s). 156.3(s), 164.KS), 170.3(s), 206.1(s) 


2g 3 " 

^ '""i CO 

CO ^1 
CO CO 

^: 3*s? 

CM CM 3 
CO ^ CO 

3<-c 
»3l. 

CM ^ w 

Is? 

'TJ ^ 3 
x 10 0 
So"* 

CO ^ ^ 
CM C35 

s«ss 

O K t- CM 

^ oS3 

O ocg 10 
a °! t\i d 
0 t 0 r~ 


cr 

1 


*~ ^ M -3 

x *-r « ^ x co 

CO to ^ CO w 

3 co ^ ^5 
ji ^ «? * ^ 5 

o i *~ . 10 w 

O ^ H CO - * 1 
S CD T 

3 co oo io id cm 
►5 ^ p OO CO CO 
w CM CO tO CO 


x" 

X <P. — „ oo 

CM -g N CO P „f 

« 3 X n o x x 
*° ? t UJ ^ V 

» oi *- co x ;£ 
a o> jy » S fif ^ 
2 £ °. S x ^ 

co »— *T 0 °°. *"! CO 
O II CO . a*> <n w 

co "a <. "a -a < -0 
53333S3 

Q CM O CO CO O CO 

75 O r*> cm co 0 t- 
cvi co 10 ix) (o fs 


5? 2 

is?! 
^ t 

S^^x 

j*; CO CM rC ^-C *SS 
*J IO CM ©> X g 

CM 0^ "° 3 

- 5 ^ TF ^ 5; 
s x ^< 3 _ 

i£ °1 X SJ X « 
I co « ^2-o 

§ «s *R 4« 3 *" 

co ii °i Cf 1- X 

r -o n ji -3 «r 

O 2 *o ^> -0 ±r 1; 
w33^336 

g * « CO Qj O) 


x* ^ 

"=> «9I x 

^ CM ^1 X e, ^ 
x ^ *n N - <o C=5 to 

^2T°3i5 
co i: ^> M co ^ :r 

Ji a> - -o t~ co ^ 

3^x3^^jTx" 

OlK^Wlfl-rf 

^ -,0-0,^^33 
^ x^xxxSS 

!T 3 a? <0. pC 

1^1 IP? 

53333333 


J* S? 

| a 3 

1J ^ II CO ^ ~D X 
^ CO « CD 

I -rwX9 _ 

CO r- ^ 0 ^ «4 *2 
Q CO ^ M C» II 

§f 

co <T-ol c 
O v53^33S 

q t-« r*oj Wr- 
^ T|; 1-^ W r- CO 


n|r 












1Kb 
JP 




00 


C3> 


O 

CSJ 




<n 

A3 













[0 0 7 2] 



£HSE ; # 2003-3038850 



#2 002-115529 



I ^ !i Si 

[ CM ^ O 



CO 



*— ho q 



.3 

CM 



x 10 io 

I try <Z> *~ 
CM ~ 

i O o> o o 
O <o — ^ f 



S2 52 *S 
_ ^ 



s£Z> CO {Q 

•* *«j 



o> 5* In 



c co 

«3 T3 O 



• CM 



£2 s-< *° OT 
Q S S2 <=> 



«2 

CO „ 

.32 

~ CO 



1* 

lf> 

CM 

c*5 
co cq 

Q Cfl 8 S 



IT 



ITT cr> - 

I to i^ij 
n ^ i 

I cd CvJ CO 
Ml N^^ 
I "3 X 00 <° 

Ico rr cm 

I*- 4 2 E 

£ 36£ 
ao in ^ 
. a co co lo 



^ S S « 

;±r -L, J- co 
N CM ^ M 



CO 

is 



O 



4* 



I I! o> r* 



is I 

m in 



cm n 

CM 



| Q LO 

O « 

CO T- 

CO 33 

o 3 

1 w -»-- CM CO 



CM ^ 
CO 



- <o -| co 

CO N| JJ 
o> X < 

K «3 

^ CO 

— t— Tj- CO 

to" il 77 

"O t) -* 

33 J 
o 

Q ^ » *H 

- t- CM CO 



IM SE r - 

X °? 



X 

1 

o 
in 



co ~ ^ 

^- oo <a 
X^X 

t N -i 

CO £ CO 

cri J? co 

T~ O O 

CM CM O 

^ tri cb 



IP 

in 



CM 
CM 



CO 
CM 



[0 0 7 3] 



2 7 



miE# 2003-3038850 




#2 002 — 115529 



th^%mmmiz. *»?)iAt, i2%FBs&«jb£MEM (¥^=i) 

V^3HlLfc D th^&ftimmte. mm^(D^m (J.Dermatol. Sci. 2,66-70(1 
991)) JC&oT, (EiytMM) £fl^Tig#L£: 0 

[0 0 7 4] 

Btt5mg<D^%mMMJ!k&Mtt2mg<D^&ftikMM%:, 2 X10 6 cells/we 
ll^J&SJ:^{C10cmi/^-b{cMb> MM*?* 
S (-) T^#^ TRIzol^ (>T>tf hDi;x». ^rffiVNTtotal RNAfc&m 
l>£„ #total RNA 50ng % WNT-5AX& glyceraldehyde-3-phosphate dehydro 
genase (GAPDH) V- (WNT-5A forward : AATGTCTTCCAAGTTCTTC 

CTAGTGGC (@E?(f## 8 ) % WNT-5A reverse : GATGTCGGAATTGATAGTGGCA (IB#J# 
#9) „ GAPDH forward : ACCACAGTCCATGCCATCAC (1S^J##10) , GAPDH rever 
se : TCCACCACCCTGTTGCTGTA (BB#[##11) ) #0. 4/iM, ^SUPERSCRIPT One - 
Step RT-PCR with PLATINUM Taq (-f y \* h p p ^ y) £J^T, SUPERSCRIPT 
One-Step RT-PCR with PLATINUM Taq»#©^n h a-^/JC^V^ £*25a1 
<DfcJ&&T% 50TC^30^Wfirst strand-j^&ff 0 f-^ 94°C V 2 ftmUum. 

94'CT?30#, 55X3T?30», 72T} T?30#&23* &tt201M ZSVBVML. 

[0 0 7 5] 
[0 0 7 6] 

^%mmm (DPO ft^RNA&JBV^IiiirfcJ:, WNT-5A#J|l&&:/rMv-£ 
3&aftftJM& (HFC) fi*©mm^»^tt, W*#fcfcV*T, 
[0 0 7 7] 

^Ifc$I13 WNT-5A mRNA*«*i>$Stt©S!fj£ 



2 8 



ffiIE#2 003-3038850 




#2 002 — 1 15529 



[0 0 7 8] 

ttft5H5®^M(JM&&* 1. 6X10 5 cells/ W ell^^.5 j:e>{C12^^'l/- h 

k#«u -mmnvfc. fc&mmmmm, ±t=.m\n$m i> 2, 3, 4, 5 
, 7. 9xit2mmmmt^mh. Miz2mm. mm^n-it^ mm^rm. m 

M&PBS (-) TRIzol^ (>T>tr>D^a:» 

^Ttotal RNA&MffiLfco #total RNA 50ng, WNT-5A3l{£GAPDH#M8*r&^ 
-fV- (WNT-5A forward : AATGTGTTCCAAGTTCTTCCTAGTGGC (fB#J#-5§- 8 ) , WNT 
-5A reverse : GATGTCGGAATTGATACTGGCA (Sg?fJ## 9 GAPDH forward : ACC 
ACAGTCCATGCCATCAC (@B^J##10) , GAPDH reverse : TCCACCACCCTGTTGCTGTA ( 
S2#f##ll) ) #0. 4/t M. ^^SUPERSCRIPT One-Step RT-PCR with PLAT I NU 
M Taq (>T>fcf hUVzLy) £MV^ SUPERSCRIPT One-Step RT-PCR with PL 
ATINUM Taq^#©^n hu-;i/{c^V\ ^*25 # 1<3DM^T% 50°CT*30^fir 
st strand-g^fc^ofc^, 94*0 VZftmtUm, 94TCT*305g>, SS'CTJSO 

72TC^30^&23*fcH:20^>f ^^JRyjgL, WNT-5A* fcttGAPDHCDcDHAHf^ 

[0 0 7 9] 
[0 0 8 0] 

WNT-5A#Mlft&:^-f V-£M^fc231f--f ^;KZ)PCRC£^T, . 
T»#*bfc»&i:Jt«LT, WNT-5A cDNAWtf© 

[0 0 8 1] 

GAPDH#M^5&^^-rv-SrM^^fc20-!^^^;^^r)PCR^C^V^T, GAPDH c 
[0 0 8 2] 

h^Si^jWISJi, I»&lAb, 12 %FBS SrSSiU bfe MEM (^^=r) &ffl 
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[0 0 8 3] 

Mft5mg<Dz€i%m®S&&*. 1. 5X10 4 cells/well^^§i;e)lCX7xn>r F 

1, 2. 3. 4, 5, 7, 9Xli24^*^i:^b, j|JC72^TO#&^o 
o ^#^T^©MiS[S:Cell counting kit (m^bUM) *FB^TW%.Lfr 0 BP 
^#^T5^raBtf{C^r^©l/10*owST-lf^^$:^C^DL/, ^#jj^T 
M©®^^ (0. D. 450nm/620nm) ZWfehfc. mMm:£®.%>m\*. MB 
mo. 25~4 X10 A ceUs/well<DmmT*l£<DffiMmffii$9itbbftfeo 
[0 0 8 4] 

-ZCDffim. WNT-5A mRNASM^Mtefc^Sftl^W, ^fLMfffla<Z>ff 

Stir 5ffitt&tt5ri:Wf,^c^ofe (S3) „ *fM3¥6weii 

* : P<0. 05, * * : P<0. 01, * * * : p<0. 001 

mmm(DmT-5k mmm^mmiz^^it^miz^ijm^^^t, miz* wnt - 

[0 0 8 5] 

msmifemmffl. mx.it* wnt-sa ^A*&«^si*.5$gf£&;£ , r*<ft# 

[0 0 8 6] 

MlZ&Zt^o^ ^±XKte\,\&<ffiL^nikZmm?Z>§<D'T:%>V, WNT— 5 A 
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So 

SEQUENCE LISTING 

<110>TAISHO PHARMACEUTICAL CO., LTD. 

<120>HAIR GROWTH PREPARATION 

<130>00TS-P3320 

<160>11 

<210>1 

<2H>365 

<212>PR0TEIN 

<213>H0MO SAPIENS 

<400>1 

Met Ala Gly Ser Ala Met Ser Ser Lys Phe Phe Leu Val Ala Leu 

5 10 15 

Ala lie Phe Phe Ser Phe Ala Gin Val Val He Glu Ala Asn Ser 

20 25 30 

Trp Trp Ser Leu Gly Met Asn Asn Pro Val Gin Met Ser Glu Val 

35 40 45 

Tyr He He Gly Ala Gin Pro Leu Cys Ser Gin Leu Ala Gly Leu 

50 55 60 

Ser Gin Gly Gin Lys Lys Leu Cys His Leu Tyr Gin Asp His Met 

65 70 75 

Gin Tyr He Gly Glu Gly Ala Lys Thr Gly He Lys Glu Cys Gin 

80 85 90 
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Tyr Gin Phe Arg His Arg Arg Trp Asn Cys Ser Thr Val Asp Asn 
95 100 105 

Thr Ser Val Phe Gly Arg Val Met Gin He Gly Ser Arg Glu Thr 
HO 115 120 

Ala Phe Thr Tyr Ala Val Ser Ala Ala Gly Val Val Asn Ala Met 
125 130 135 

Ser Arg Ala Cys Arg Glu Gly Glu Leu Ser Thr Cys Gly Cys Ser 
140 145 150 

Arg Ala Ala Arg Pro Lys Asp Leu Pro Arg Asp Trp Leu Trp Gly 
155 160 165 

Gly Cys Gly Asp Asn He Asp Tyr Gly Tyr Arg Phe Ala Lys Glu 
170 175 180 

Phe Val Asp Ala Arg Glu Arg Glu Arg He His Ala Lys Gly Ser 
185 19,0 195 

Tyr Glu Ser Ala Arg He Leu Met Asn Leu His Asn Asn Glu Ala 
200 205 210 

Gly Arg Arg Thr Val Tyr Asn Leu Ala Asp Val Ala Cys Lys Cys 
215 220 225 

His Gly Val Ser Gly Ser Cys Ser Leu Lys Thr Cys Trp Leu Gin 
230 235 240 

Leu Ala Asp Phe Arg Lys Val Gly Asp Ala Leu Lys Glu Lys Tyr 
245 250 255 

Asp Ser Ala Ala Ala Met Arg Leu Asn Ser Arg Gly Lys Leu Val 
260 265 270 

Gin Val Asn Ser Arg Phe Asn Ser Pro Thr Thr Gin Asp Leu Val 
275 280 285 

Tyr He Asp Pro Ser Pro Asp Tyr Cys Val Arg Asn Glu Ser Thr 
290 295 300 

Gly Ser Leu Gly Thr Gin Gly Arg Leu Cys Asn Lys Thr Ser Glu 
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305 310 315 

Gly Met Asp Gly Cys Glu Leu Met Cys Cys Gly Arg Gly Tyr Asp 

320 325 330 

Gin Phe Lys Thr Val Gin Thr Glu Arg Cys His Cys Lys Phe His 

335 340 345 

Trp Cys Cys Tyr Val Lys Cys Lys Lys Cys Thr Glu He Val Asp 

350 355 360 

Gin Phe Val Cys Lys 

365 

<210>2 

<211>4428 

<212>DNA 

<213>H0M0 SAPIENS 
<400>2 

ttaaggaaat ccgggctgct cttccccatc tggaagtggc tttccccaca tcggctcgta 60 

aactgattat gaaacatacg atgttaattc ggagctgcat ttcccagctg ggcactctcg 120 

cgcgctggtc cccggggcct cgccccccac cccctgccct tccctcccgc gtcctgcccc 180 

catcctccac cccccgcgct ggccaccccg cctccttggc agcctctggc ggcagcgcgc 240 

tccactcgcc tcccgtgctc ctctcgccca tggaattaat tctggctcca cttgttgctc 300 

ggcccaggtt ggggagagga cggagggtgg ccgcagcggg ttcctgagtg aattacccag 360 

gagggactga gcacagcacc aactagagag gggtcagggg gtgcgggact cgagcgagca 420 

ggaaggaggc agcgcctggc accagggctt tgactcaaca gaattgagac acgtttgtaa 480 

tcgctggcgt gccccgcgca caggatccca gcgaaaatca gatttcctgg tgaggttgcg 540 

tgggtggatt aatttggaaa aagaaactgc ctatatcttg ccatcaaaaa actcacggag 600 

gagaagcgca gtcaatcaac agtaaactta agagaccccc gatgctcccc tggtttaact 660 

tgtatgcttg aaaattatct gagagggaat aaacatcttt tccttcttcc ctctccagaa 720 

gtccattgga atattaagcc caggagttgc tttggggatg gctggaagtg caatgtcttc 780 

caagttcttc ctagtggctt tggccatatt tttctccttc gcccaggttg taattgaagc 840 

caattcttgg tggtcgctag gtatgaataa ccctgttcag atgtcagaag tatatattat 900 
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aggagcacag cctctctgca gccaactggc aggactttct caaggacaga agaaactgtg 960 
ccacttgtat caggaccaca tgcagtacat cggagaaggc gcgaagacag gcatcaaaga 1020 
atgccagtat caattccgac atcgacggtg gaactgcagc actgtggata acacctctgt 1080 
ttttggcagg gtgatgcaga taggcagccg cgagacggcc ttcacatacg ccgtgagcgc 1140 
agcaggggtg gtgaacgcca tgagccgggc gtgccgcgag ggcgagctgt ccacctgcgg 1200 
ctgcagccgc gccgcgcgcc ccaaggacct gccgcgggac tggctctggg gcggctgcgg 1260 
cgacaacatc gactatggct accgctttgc caaggagttc gtggacgccc gcgagcggga 1320 
gcgcatccac gccaagggct cctacgagag tgctcgcatc ctcatgaacc tgcacaacaa 1380 
cgaggccggc cgcaggacgg tgtacaacct ggctgatgtg gcctgcaagt gccatggggt 1440 
gtccggctca tgtagcctga agacatgctg gctgcagctg gcagacttcc gcaaggtggg 1500 
tgatgccctg aaggagaagt acgacagcgc ggcggccatg cggctcaaca gccggggcaa 1560 
gttggtacag gtcaacagcc gcttcaactc gcccaccaca caagacctgg tctacatcga 1620 
ccccagccct gactactgcg tgcgcaatga gagcaccggc tcgctgggca cgcagggccg 1680 
cctgtgcaac aagacgtcgg agggcatgga tggctgcgag ctcatgtgct gcggccgtgg 1740 
gtacgaccag ttcaagaccg tgcagacgga gcgctgccac tgcaagttcc actggtgctg 1800 
ctacgtcaag tgcaagaagt gcacggagat cgtggaccag tttgtgtgca agtagtgggt 1860 
gccacccagc actcagcccc gctcccagga cccgcttatt tatagaaagt acagtgattc 1920 
tggtttttgg tttttagaaa tattttttat ttttccccaa gaattgcaac cggaaccatt 1980 
ttttttcctg ttaccatcta agaactctgt ggtttattat taatattata attattattt 2040 
ggcaataatg ggggtgggaa ccacgaaaaa tatttatttt gtggatcttt gaaaaggtaa 2100 
tacaagactt cttttggata gtatagaatg aagggggaaa taacacatac cctaacttag 2160 
ctgtgtggga catggtacac atccagaagg taaagaaata cattttcttt ttctcaaata 2220 
tgccatcata tgggatgggt aggttccagt tgaaagaggg tggtagaaat ctattcacaa 2280 
ttcagcttct atgaccaaaa tgagttgtaa attctctggt gcaagataaa aggtcttggg 2340 
aaaacaaaac aaaacaaaac aaacctccct tccccagcag ggctgctagc ttgctttctg 2400 
cattttcaaa atgataattt acaatggaag gacaagaatg tcatattctc aaggaaaaaa 2460 
ggtatatcac atgtctcatt ctcctcaaat attccatttg cagacagacc gtcatattct 2520 
aatagctcat gaaatttggg cagcagggag gaaagtcccc agaaattaaa aaatttaaaa 2580 
ctcttatgtc aagatgttga tttgaagctg ttataagaat tgggattcca gatttgtaaa 2640 
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aagaccccca atgattctgg acactagatt ttttgtttgg ggaggttggc ttgaacataa 2700 
atgaaatatc ctgtattttc ttagggatac ttggttagta aattataata gtagaaataa 2760 
tacatgaatc ccattcacag gtttctcagc ccaagcaaca aggtaattgc gtgccattca 2820 
gcactgcacc agagcagaca acctatttga ggaaaaacag tgaaatccac cttcctcttc 2880 
acactgagcc ctctctgatt cctccgtgtt gtgatgtgat gctggccacg tttccaaacg 2940 
gcagctccac tgggtcccct ttggttgtag gacaggaaat gaaacattag gagctctgct 3000 
tggaaaacag ttcactactt agggattttt gtttcctaaa acttttattt tgaggagcag 3060 
tagttttcta tgttttaatg acagaacttg gctaatggaa ttcacagagg tgttgcagcg 3120 
tatcactgtt atgatcctgt gtttagatta tccactcatg cttctcctat tgtactgcag 3180 
gtgtacctta aaactgttcc cagtgtactt gaacagttgc atttataagg ggggaaatgt 3240 
ggtttaatgg tgcctgatat ctcaaagtct tttgtacata acatatatat atatatacat 3300 
atatataaat ataaatataa atatatctca ttgcagccag tgatttagat ttacagctta 3360 
ctctggggtt atctctctgt ctagagcatt gttgtccttc actgcagtcc agttgggatt 3420 
attccaaaag ttttttgagt cttgagcttg ggctgtggcc ccgctgtgat cataccctga 3480 
gcacgacgaa gcaacctcgt ttctgaggaa gaagcttgag ttctgactca ctgaaatgcg 3540 
tgttgggttg aagatatctt tttttctttt ctgcctcacc cctttgtctc caacctccat 3600 
ttctgttcac tttgtggaga gggcattact tgttcgttat agacatggac gttaagagat 3660 
attcaaaact cagaagcatc agcaatgttt ctcttttctt agttcattct gcagaatgga 3720 
aacccatgcc tattagaaat gacagtactt attaattgag tccctaagga atattcagcc 3780 
cactacatag atagcttttt tttttttttt ttttttttaa taaggacacc tctttccaaa 3840 
caggccatca aatatgttct tatctcagac ttacgttgtt ttaaaagttt ggaaagatac 3900 
acatcttttc ataccccccc ttaggaggtt gggctttcat atcacctcag ccaactgtgg 3960 
ctcttaattt attgcataat gatatccaca tcagccaact gtggctcttt aatttattgc 4020 
ataatgatat tcacatcccc tcagttgcag tgaattgtga gcaaaagatc ttgaaagcaa 4080 
aaagcactaa ttagtttaaa atgtcacttt tttggttttt attatacaaa aaccatgaag 4140 
tacttttttt atttgctaaa tcagattgtt cctttttagt gactcatgtt tatgaagaga 4200 
gttgagttta acaatcctag cttttaaaag aaactattta atgtaaaata ttctacatgt 4260 
cattcagata ttatgtatat cttctagcct ttattctgta cttttaatgt acatatttct 4320 
gtcttgcgtg atttgtatat ttcactggtt taaaaaacaa acatcgaaag gcttattcca 4380 
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aatggaagat agaatataaa ataaaacgtt acttgtaaaa aaaaaaaa 4428 

<210>3 

<211>2460 

<212>DNA 

<213>H0M0 SAPIENS 
<400>3 

cgtggcacgc gcggaagatt ctcagtgtcc ttacagagtc atcttccctg agccccggaa 60 
gtgttggaaa acatttagcc ccttctttgg gaaactcagt ttctgatcag aatttttgtt 120 
ttaccctggg gttgacagtc tcgccagagg tctcatttca tactgtcttt tcggatctga 180 
tcctcttggt aaacaggcgg ggatgtttta ccctacagag ccgatgtatg tgtgagttcg 240 
ctgtgagttc tttgagtgtc tcaaacttgt ggggcctttt ctcggttgca ctgggattga 300 
agagggaaga ggcccaaggt gtttccgggc aagcggcggg gttaagtgga gatgcgactc 360 
gtgaggctct cctttccgat ccccctttgg gacaccctct gcctacctct accctggagc 420 
cagggagacc caagtcttgg tgaccggatg ggcccgctct cagttggcct gggctctggg 480 
aactggtgga ctctccctgg gggcttcggg ctgggagtgg gttcggtttg tgtggcttcg 540 
gctctaacaa agagatccgc tgtaatccgc cgaatctgtt atcaatttct ctgctgcttg 600 
agccccgccc cacgcgcccc gcccgccgcg aagcttggaa agtgcacgcg gccagcacca 660 
atctgggccg ctgactcgga aacatgtcgc agcgtgtgtg tctatggacg cgtgtgagtg 720 
tgtaaatgtg cacgagtgtg aatgtgtatg atgtgtgtgc acgcggcatc ggctgccctt 780 
ggggagagtt gactttgcag cctgggctgc gcgagaagca gactttgcag cccactccct 840 
cccctggagg aaatttgaca cttagggcgg gggtggggag atagccggag ccttctctct 900 
cctagctggg gaaaccccag atttccattc tccaggatgc gccccccagc tttgcagcgt 960 
cttggggaca actggcctgg tgttggagcc ctgcttagca ggcgctgggg accacataag 1020 
cattcctctt tggagaagcc ccgaagcgtc caggccaaag ggggcggttc acggaagaaa 1080 
aaccttgcac gcccttgagc gcatagcttt accagggctg cctaggtccc gcctcttgcc 1140 
cttttacggc acaggttcca agccaggctc ttcccaccgc cttaaagagg ctcacctttc 1200 
ttttcttttc tgtggaaggg gctccttcag gggctatggg cgatgcagtg cggcagggtt 1260 
agacttacgt gtaaggggat ttttaaaacc cgctcctccc acccgcaccc gccacctact 1320 
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cgctccgccg ccgcctacag gtggagaagt caccagtggg gaggaacggc agcggaagct 1380 
tccaaggcca actcctaccc ctgaaattct tcaggaaggg aaccttcgcc gctggggggc 1440 
tctttggcct ggaatcgatg cgcccagctg cggctcggaa gccagcgcct ctggccccgt 1500 
ctggactcat ctgcaagggc tctggcctcg ccccgcaccc ccacctttcg ggactgaccg 1560 
aaccaagtct gagttgggct ggagaggcta gactggaggc agggtggcag agttccaacg 1620 
acaggctcgc agtgccgcga atggcaaagt. gggccacaac cccagatcag gacccagaga 1680 
aactggagtc tctctctggg cctcccatct cctccctccc tggcaactac caggttgtgg 1740 
ggtgggaggg agagtgaaaa atcaagaatt tgggagaaag ctgtggggag ggcagggaag 1800 
ggatccttct ccccggggaa gcgagaccca gactcccttc tttcctctag ggttccatcc 1860 
cttctctcag tccgtggaag aggccacagg cgacgcgggc gagggtggca ctcttttcca 1920 
gtttccttgg ttgggagacc cgacctctct ctccattatc ccctagggcc cccatctcct 1980 
tctcccctcc ctagtctggc tgaagaacgt ccttaaggaa atccgggctg ctcttcccca 2040 
tctggaagtg gctttcccca catcggctcg taaactgatt atgaaacata cgatgttaat 2100 
tcggagctgc atttcccagc tgggcactct cgcgcgctgg tccccggggc ctcgcccccc 2160 
accccctgcc cttccctccc gcgtcctgcc cccatcctcc accccccgcg ctggccaccc 2220 
cgcctccttg gcagcctctg gcggcagcgc gctccactcg cctcccgtgc tcctctcgcc 2280 
catggaatta attctggctc cacttgttgc tcggcccagg ttggtgagag gacggagggt 2340 
gcccacagcg ggttcctgag tgaattaccc aggagggact gagcacagca ccaactagag 2400 
gggggccagg gggtgcggga ctcgagcgag caggaaggag gcagcgcctg gcaccagggc 2460 
<210>4 
<211>585 

<212>PR0TEIN > 

<213>H0M0 SAPIENS 

<400>4 

Met Ala Arg Pro Asp Pro Ser Ala Pro Pro Ser Leu Leu Leu Leu 

5 10 15 

Leu Leu Ala Gin Leu Val Gly Arg Ala Ala Ala Ala Ser Lys Ala 
20 25 30 

Pro Val Cys Gin Glu He Thr Val Pro Met Cys Arg Gly He Gly 
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35 40 45 

Tyr Asn Leu Thr His Met Pro Asn Gin Phe Asn His Asp Thr Gin 
50 55 60 

Asp Glu Ala Gly Leu Glu Val His Gin Phe Trp Pro Leu Val Glu 
65 70 . 75 

He Gin Cys Ser Pro Asp Leu Arg Phe Phe Leu Cys Thr Met Tyr 
80 85 90 

Thr Pro He Cys Leu Pro Asp Tyr His Lys Pro Leu Pro Pro Cys 
95 100 105 

Arg Ser Val Cys Glu Arg Ala Lys Ala Gly Cys Ser Pro Leu Met 
HO 115 120 

Arg Gin Tyr Gly Phe Ala Trp Pro Glu Arg Met Ser Cys Asp Arg 
125 130 135 

Leu Pro Val Leu Gly Arg Asp Ala Glu Val Leu Cys Met Asp Tyr 
140 145 150 

Asn Arg Ser Glu Ala Thr Thr Ala Pro Pro Arg Pro Phe Pro Ala 
155 160 165 

Lys Pro Thr Leu Pro Gly Pro Pro Gly Ala Pro Ala Ser Gly Gly 
170 175 180 

Glu Cys Pro Ala Gly Gly Pro Phe Val Cys Lys Cys Arg Glu Pro 
185 190 195 

Phe Val Pro He Leu Lys Glu Ser His Pro Leu Tyr Asn Lys Val 
200 205 210 

Arg Thr Gly Gin Val Pro Asn Cys Ala Val Pro Cys Tyr Gin Pro 
215 220 225 

Ser Phe Ser Ala Asp Glu Arg Thr Phe Ala Thr Phe Trp He Gly 
230 235 240 

Leu Trp Ser Val Leu Cys Phe He Ser Thr Ser Thr Thr Val Ala 
245 250 255 
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Thr Phe Leu He Asp Met Asp Thr Phe Arg Tyr Pro Glu Arg Pro 
260 265 270 

He He Phe Leu Ser Ala Cys Tyr Leu Cys Val Ser Leu Gly Phe 
275 280 285 

Leu Val Arg Leu Val Val Gly His Ala Ser Val Ala Cys Ser Arg 
290 295 300 

Glu His Asn His He His Tyr Glu Thr Thr Gly Pro Ala Leu Cys 
305 310 315 

Thr He Val Phe Leu Leu Val Tyr Phe Phe Gly Met Ala Ser Ser 
320 325 • 330 

He Trp Trp Val He Leu Ser Leu Thr Trp Phe Leu Ala Ala Ala 
335 340 345 

Met Lys Trp Gly Asn Glu Ala lie Ala Gly Tyr Gly Gin Tyr Phe 
350 355 360 

His Leu Ala Ala Trp Leu He Pro Ser Val Lys Ser He Thr Ala 
365 370 375 

Leu Ala Leu Ser Ser Val Asp Gly Asp Pro Val Ala Gly He Cys 
380 385 390 

Tyr Val Gly Asn Gin Asn Leu Asn Ser Leu Arg Arg Phe Val Leu 
395 400 405 

Gly Pro Leu Val Leu Tyr Leu Leu Val Gly Thr Leu Phe Leu Leu 
410 415 420 

Ala Gly Phe Val Ser Leu Phe Arg He Arg Ser Val He Lys Gin 
425 430 435 

Gly Gly Thr Lys Thr Asp Lys Leu Glu Lys Leu Met He Arg He 
440 445 450 

Gly He Phe Thr Leu Leu Tyr Thr Val Pro Ala Ser He Val Val 
455 460 465 

Ala Cys Tyr Leu Tyr Glu Gin His Tyr Arg Glu Ser Trp Glu Ala 
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470 475 480 

Ala Leu Thr Cys Ala Cys Pro Gly His Asp Thr Gly Gin Pro Arg 
485 490 495 

Ala Lys Pro Glu Tyr Trp Val Leu Met Leu Lys Tyr Phe Met Cys 

500 505 510 

Leu Val Val Gly He Thr Ser Gly Val Trp He Trp Ser Gly Lys 

515 520 525 

Thr Val Glu Ser Trp Arg Arg Phe Thr Ser Arg Cys Cys Cys Arg 

530 535 540 

Pro Arg Arg Gly His Lys Ser Gly Gly Ala Met Ala Ala Gly Asp 

545 550 555 

Tyr Pro Glu Ala Ser Ala Ala Leu Thr Gly Arg Thr Gly Pro Pro 

560 565 570 

Gly Pro Ala Ala Thr Tyr His Lys Gin Val Ser Leu Ser His Val 

575 580 585 

<210>5 

<211>2334 

<212>DNA 

<213>H0M0 SAPIENS 
<400>5 

acccagggac ggaggaccca ggctggcttg gggactgtct gctcttctcg gcgggagccg 60 
tggagagtcc tttccctgga atccgagccc taaccgtctc tccccagccc tatccggcga 120 
ggagcggagc gctgccagcg gaggcagcgc cttcccgaag cagtttatct ttggacggtt 180 
ttctttaaag gaaaaacgaa ccaacaggtt gccagccccg gcgccacaca cgagacgccg 240 
gagggagaag ccccggcccg gattcctctg cctgtgtgcg tccctcgcgg gctgctggag 300 
gcgaggggag ggagggggcg atggctcggc ctgacccatc cgcgccgccc tcgctgttgc 360 
tgctgctcct ggcgcagctg gtgggccggg cggccgccgc gtccaaggcc ccggtgtgcc 420 
aggaaatcac ggtgcccatg tgccgcggca tcggctacaa cctgacgcac atgcccaacc 480 
agttcaacca cgacacgcag gacgaggcgg gcctggaggt gcaccagttc tggccgctgg 540 
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tggagatcca atgctcgccg gacctgcgct tcttcctatg cactatgtac acgcccatct 600 
gtctgcccga ctaccacaag ccgctgccgc cctgccgctc ggtgtgcgag cgcgccaagg 660 
ccggctgctc gccgctgatg cgccagtacg gcttcgcctg gcccgagcgc atgagctgcg 720 
accgcctccc ggtgctgggc cgcgacgccg aggtcctctg catggattac aaccgcagcg 780 
aggccaccac ggcgcccccc aggcctttcc cagccaagcc cacccttcca ggcccgccag 840 
gggcgccggc ctcggggggc gaatgccccg ctgggggccc gttcgtgtgc aagtgtcgcg 900 
agcccttcgt gcccattctg aaggagtcac acccgctcta caacaaggtg cggacgggcc 960 
aggtgcccaa ctgcgcggta ccctgctacc agccgtcctt cagtgccgac gagcgcacgt 1020 
tcgccacctt ctggataggc ctgtggtcgg tgctgtgctt catctccacg tccaccacag 1080 
tggccacctt cctcatcgac atggacacgt tccgctatcc tgagcgcccc atcatcttcc 1140 
tgtcagcctg ctacctgtgc gtgtcgctgg gcttcctggt gcgtctggtc gtgggccatg 1200 
ccagcgtggc ctgcagccgc gagcacaacc acatccacta cgagaccacg ggccctgcac 1260 
tgtgcaccat cgtcttcctc ctggtctact tcttcggcat ggccagctcc atctggtggg 1320 
tcatcctgtc gctcacctgg ttcctggccg ccgcgatgaa gtggggcaac gaggccatcg 1380 
cgggctacgg ccagtacttc cacctggctg cgtggctcat ccccagcgtc aagtccatca 1440 
cggcactggc gctgagctcc gtggacgggg acccagtggc cggcatctgc tacgtgggca 1500 
accagaacct gaactcgctg cggcgcttcg tgctgggccc gctggtgctc tacctgctgg 1560 
tgggcacgct cttcctgctg gcgggcttcg tgtcgctctt ccgcatccgc agcgtcatca 1620 
agcagggcgg caccaagacg gacaagctgg agaagctcat gatccgcatc ggcatcttca 1680 
cgctgctcta cacggtcccc gccagcattg tggtggcctg ctacctgtac gagcagcact 1740 
accgcgagag ctgggaggcg gcgctcacct gcgcctgccc gggccacgac accggccagc 1800 
cgcgcgccaa gcccgagtac tgggtgctca tgctcaagta cttcatgtgc ctggtggtgg 1860 
gcatcacgtc gggcgtctgg atctggtcgg gcaagacggt ggagtcgtgg cggcgtttca 1920 
ccagccgctg ctgctgccgc ccgcggcgcg gccacaagag cgggggcgcc atggccgcag 1980 
gggactaccc cgaggcgagc gccgcgctca caggcaggac cgggccgccg ggccccgccg 2040 
ccacctacca caagcaggtg tccctgtcgc acgtgtagga ggctgccgcc gagggactcg 2100 
gccggagagc tgaggggagg ggggcgtttt gtttggtagt tttgccaagg tcacttccgt 2160 
ttaccttcat ggtgctgttg ccccctcccg cggcgacttg gagagaggga agaggggcgt 2220 
tttcgaggaa gaacctgtcc caggtcttct ccaaggggcc cagctcacgt gtattctatt 2280 



4 1 



2003-3038850 



#2 002-115529 

ttgcgtttct tacctgcctt ctttatggga accctctttt taatttatat gtat 2334 

<210>6 

<211>570 

<212>PR0TEIN 

<213>RATTUS SP. 

<400>6 

Met Arg Ala Arg Ser Ala Leu Pro Arg Ser Ala Leu Pro Arg Leu 

5 10 15 

Leu Leu Pro Leu Leu Leu Leu Pro Ala Ala Gly Pro Ala Gin Phe 
20 25 30 

His Gly Glu Lys Gly He Ser He Pro Asp His Gly Phe Cys Gin 
35 40 45 

Pro He Ser He Pro Leu Cys Thr Asp He Ala Tyr Asn Gin Thr 
50 55 60 

He Met Pro Asn Leu Leu Gly His Thr Asn Gin Glu Asp Ala Gly 
65 70 75 

Leu Glu Val His Gin Phe Tyr Pro Leu Val Lys Val Gin Cys Ser 
80 85 90 

Pro Glu Leu Arg Phe Phe Leu Cys Ser Met Tyr Ala Pro Val Cys 
95 100 105 

Thr Val Leu Glu Gin Ala He Pro Pro Cys Arg Ser lie Cys Glu 
110 115 120 

Arg Ala Arg Gin Gly Cys Glu Ala Leu Met Asn Lys Phe Gly Phe 
125 130 135 

Gin Trp Pro Glu Arg Leu Arg Cys Glu His Phe Pro Arg His Gly 
140 145 150 

Ala Glu Gin He Cys Val Gly Gin Asn His Ser Glu Asp Gly Thr 
155 160 165 

Pro Ala Leu Leu Thr Thr Ala Pro Pro Ser Gly Leu Gin Pro Gly 

4 2 mixE# 2003-3038850 




mi 002-115529 



170 175 180 

Ala Gly Gly Thr Pro Gly Gly Pro Gly Gly Gly Gly Ala Pro Pro 

185 190 195 

Arg Tyr Ala Thr Leu Glu His Pro Phe His Cys Pro Arg Val Leu 

200 205 210 

Lys Val Pro Ser Tyr Leu Ser Tyr Lys Phe Leu Gly Glu Arg Asp 

215 220 225 

Cys Ala Ala Pro Cys Glu Pro Ala Arg Pro Asp Gly Ser Met Phe 

230 235 240 

Phe Ser His His His Thr Arg Phe Ala Arg Leu Trp lie Leu Thr 

245 250 255 

Trp Ser Val Leu Cys Cys Ala Ser Thr Phe Phe Thr Val Thr Thr 

260 265 270 

Ser Leu Val Ala Met Gin Arg Phe Arg Tyr Pro Glu Arg Pro He 

275 280 285 

lie Phe Leu Ser Gly Cys Tyr Thr Met Val Ser Val Ala Tyr lie 

290 295 300 

Ala Gly Phe Val Leu Gin Glu Arg Val Val Cys Asn Glu Arg Phe 

305 310 315 

Ser Glu Asp Gly Tyr Arg Thr Val Gly Gin Gly Thr Lys Lys Glu 

320 325 330 

Gly Cys Thr He Leu Phe Met Met Leu Tyr Phe Phe Ser Met Ala 

335 340 345 

Ser Ser He Trp Trp Val He Leu Ser Leu Thr Trp Phe Leu Ala 

350 355 360 

Ala Gly Met Lys Trp Gly His Ala Ala He Glu Ala Asn Ser Gin 
365 370 375 

Tyr Phe His Leu Ala Ala Trp Ala Val Pro Ala Val Lys Thr lie 
380 385 390 
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Thr He Leu Ala Met Gly Gin lie Asp Gly Asp Leu Leu Ser Gly 
395 400 405 

Val Cys Phe Val Gly Leu Asn Arg Leu Asp Pro Leu Arg Gly Phe 
. 410 415 420 

Val Leu Ala Pro Leu Phe Val Tyr Leu Phe He Gly Thr Ser Phe 

425 430 435 

Leu Leu Ala Gly Phe Val Ser Leu Phe Arg He Arg Thr He Met 

440 445 450 

Lys His Asp Gly Thr Lys Thr Glu Pro Leu Glu Arg Leu Met Val 

455 460 465 

Arg He Gly Val Phe Ser Val Leu Tyr Thr Val Pro Ala Thr He 

470 475 480 

Val He Ala Cys Tyr Phe Tyr Glu Gin Ala Phe Arg Glu His Trp 

485 490 495 

Glu Arg Ser Trp Val Ser Gin His Cys Lys Ser Leu Ala He Pro 

500 505 510 

Cys Pro Ala His Tyr Thr Pro Arg Thr Ser Pro Asp Phe Thr Val 

515 520 525 

Tyr Met He Lys Tyr Leu Met Thr Leu He Val Gly He Thr Ser 

530 535 540 

Gly Phe Trp He Trp Ser Gly Lys Thr Leu His Ser Trp Arg Lys 

545 550 555 

Phe Tyr Thr Arg Leu Thr Asn Ser Arg His Gly Glu Thr Thr Val 

560 565 570 

<210>7 
<211>1912 
<212>DNA 
<213>RATTUS SP. 
<400>7 
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aggggaaggc gcgcggtctc tgggttgggg gcgggggctg gggggcgccc aggagccgag 60 
tggggggcgg cggccagcat gcgggcccgc agcgccctgc cccgcagcgc cctgccccgc 120 
ctgctgctgc cactgctgct gctgccggct gccgggccgg ctcagttcca cggggagaag 180 
ggcatctcca tcccggacca cggcttctgc cagcccatct ccatcccgct gtgcacggac 240 
atcgcctaca accagaccat catgcccaac cttcttgggc acacgaacca agaggacgcg 300 
ggcctggagg tgcatcaatt ctacccgctg gtgaaggtgc agtgctcgcc cgagctgcgc 360 
ttcttcctgt gctccatgta cgctccggtg tgcacggtgc tggagcaggc catcccgccg 420 
tgccgctcca tctgcgaacg cgcgcgccaa ggctgcgagg cgctcatgaa caagttcggc 480 
ttccagtggc ccgagcgcct ccgctgcgag catttcccgc gtcacggcgc ggagcagatc 540 
tgcgtgggcc agaaccactc cgaggacgga actcctgcgc tactcaccac cgcgccaccg 600 
tctgggctgc agcctggcgc tggtggcacc ccgggcggcc ctggcggtgg tggcgcgccc 660 
ccgcgctacg ccactctgga gcaccctttc cactgtcccc gcgtcctcaa ggtgccgtcc 720 
tatctcagct ataagtttct gggtgagcgc gattgtgccg cgccctgcga gcctgcacgg 780 
cccgacggct ccatgttctt ctcgcaccac cacactcgtt ttgcccgtct ctggatcctc 840 
acatggtcgg tgctgtgctg cgcttctact ttcttcacgg tcaccacctc tttagtggcc 900 
atgcagcgat tccgctaccc agagcggccc atcatcttcc tgtccggttg ctacaccatg 960 
gtgtcagtgg cctacattgc gggcttcgtg ctccaggagc gcgtggtgtg caacgagcgc 1020 
ttctctgagg acggttatcg cacggtgggg cagggcacta agaaagaagg ctgtactata 1080 
ctcttcatga tgctctactt cttcagtatg gccagctcca tctggtgggt gattctgtcc 1140 
ctcacctggt tcctggcagc cggtatgaag tggggccacg cggccatcga ggccaattcg 1200 
cagtacttcc acctggccgc ctgggcggtg ccggccgtca aaaccatcac catcctggcc 1260 
atgggccaga tcgacggcga cctgctgagc ggcgtgtgct tcgtgggcct caacaggctg 1320 
gacccgctgc gaggcttcgt gctggcgccg ctcttcgtgt acctgttcat cggcacatcc 1380 
ttcctgctgg cgggcttcgt gtcactcttc cgcatccgca ccatcatgaa gcacgacggc 1440 
accaagacgg agccgctgga gaggctcatg gtgcgtatcg gcgtcttctc cgtgctctac 1500 
accgtaccgg ccaccatcgt catcgcctgc tacttctatg agcaggcctt ccgcgagcac 1560 
tgggagcgct cgtgggtaag ccagcactgc aagagcctag ccatcccctg cccggcccac 1620 
tacacgcccc gcacgtcgcc cgacttcaca gtctacatga tcaaatacct catgacgctc 1680 
atcgtgggca tcacgtcggg cttctggatc tggtccggca agacgctgca ctcgtggagg 1740 
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aagttctaca cgcgtctcac caacagccgg catggagaga ccaccgtgtg aagcggtctc 1800 

gctgctgggc gcccccctct cccaggtccg gactgcaacc gtgccctcct tcactcggga 1860 

ggggggtgca ccctacggac tcctatttta tttttttaaa taaagaacag tg 1912 

<210>8 

<211>27 

<212>DNA 

<213>Artif icial Sequence 
<400>8 

aatgtcttcc aagttcttcc tagtggc 27 

<210>9 

<211>22 

<212>DNA 

<213>Artif icial Sequence 
<400>9 

gatgtcggaa ttgatactgg ca 22 

<210>10 

<211>20 

<212>DNA 

<213>Art if icial Sequence 
<400>10 

accacagtcc atgccatcac 20 

<210>li 

<211>20 

<212>DNA 

<213>Artif icial Sequence 
<400>11 

tccaccaccc tgttgctgta 20 
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